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y-Type regulators for peroxisome 
prolifcrator-activated receptor which contain as 
the active ingredient compounds represented by 
general formula (IA), nontoxic salts thereof or 
hydrates of the same: wherein R 1A , R 2 * and 
R u represent each H, alkyl, alkoxy, halogeno, 
CF, , nitro, etc.; R 4A and R 5 * represent each 
H or alkyl; R^ and R 7A represent each H, 
alkyl, alkoxy, halogeno, CF, , nitro, etc.; E^ 
represents!) or S; E]* represents alkylene; the 
ring moiety represents a benzene or pyridine 

ring; and nA is 0 or I. Because of having the activity of regulating the peroxisome proliferator-activated receptor, the compounds of general 
formula (IA) are useful as hypoglycemic agents, lipid-lowering agents and preventives and/or remedies for diseases caused by metabolic 
errors, such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipoproteinemia, hyperlipidemia, arteriosclerosis, 
hypertension, circulatory diseases and hyperphagia. 



R2 Ajb 

B 3 * 




R 1A * R 2 ^ R 3 A (i H x 7;i^;k 7/u=i*-> % Anr/, CF3, 

7;i/3*v\ Aoy>, CF3, -bni^ ; E 1 Ajio. S ; E2A{£ 7 ;l,^ 

(I A) ©ifr&fttt, ^***>V-.A«J«aiiSttft»#«rW»i- 
*f&t£fc*TU jm»RT#J, JSRiTfiW* JE^> *s> Kd-AX, 0t 



A L 




F I 




LK 


y^yr 


S I 


AM 


TA>*-T 


FR 




LR 


SK 


AT 




GA 




LS 




SL 


AU 


^Kyyr 


GB 




LT 




SN 


AZ 




GD 




LU 




sz 


BA 


*?X=T • -^A^ * ^ tr-r- 


GE 




LV 


9h?4T 


TO 


BB 


/<A*< K* 


GH 




MC 


*7*=» 


TG 


BE 


«<A-*- 


~ CM 




MD 




T J 


BF 




GN 




MC 




TM 


BC 


zfA>#*JT 


GW 




MK 




TR 


B J 




GR 








TT 


BR 




HR 




ML 


^y 


UA 


BY 


HU 




MN 




UG 


CA 




I D 




MR 


*-y 


US 


CF 




I E 




MW 




UZ 


CG 




I L 




MX 




VN 


CH 




I N 




NE 




YU 


C I 


=a- hv^T— A- 


I S 




NL 




ZW 


CM 




I T 




NO 






CN 


■PH 


J P 




NZ 






CU 




KE 




PL 






CY 




KG 




PT 






cz 


T'xya 


KP 




RO 


A — t — T 




DE 




KR 


»s 


RU 






DK 




KZ 


*f7^?y 


SD 






EE 




LC 




SE 






ES 




L I 


y tf^*^-fv 


SG 


A- 





Vac 7 • 

-t*#A* 

^t7^5^F 

hA-?>^.X*> 
7 -fx M-A 



WO 99/07357 



PCT/JP98/03484 



9? m 



* )V * * v V - A 7 MWJ 



5 8fif#» 

10 $&Ki£L<fi, HR* (I A) 




(5S4\ i-^TOlB-f-Ji^EtRCSl^SrSfeto ) -e*StL<Mfc£-tK -tit 

Ai«Haiettft$«#r.aw«ia, & «t if-j&s (ib) 




WO 99/07357 



PCT/JP98/03484 



5 

£V>T, &rt£#ft?£*^;i'**v7-A^lifc&'ft£## (Peroxisome 
Proliferator Activated Receptor ; £1T> P P A R t B&ffil - & 0 ) § £ ft 

* 

#*£U tl X V> £ (J. Steroid Biochem. Molec. Biol., 51, 157 (1994) ; Gene Expression, 
4, 281 (1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; MoL 

Endocrinology, 6., 1634(1992) #JR) 0 $t>K, 7 M\±i.\ZffiJ9jffl& > 

h atfiK L T V> £ CI 1 1P& h tlX V> £ (Endocrinology, 
122, 354-366 (1996) #&) , 

tc\*>x, aTc*Lfcf-ryy^>wi#tt, v > 

(N I D DM) LTfcfc*tT*5»K tt&M#Oftjfitff *£ 



2 



WO 99/07357 PCT/JP98/03484 




ttz, Ztlh<OTTVV v>^g#0«rt^ft§6R<£-o#P PAR 7 

*k p p a r 7 omw-ft t&mw ttv>5 

5 (Endocrinology, 122, 4189-4195 (1996) ; Cell, £2, 803-812 (1995) ; Cell, SI, 813-819 
(1995) ; J. BioL Chem, 22Q, 12953-12956 (1995) #AS) „ 

&o"C, PPAR7 <D&^fti&Zi!$-k$i£Z>PPAR7femm (T=f-7, 

P P A R 7 f±fliflfr8Mfe3Hfc KHfc o "C J3 0 (J. Biol. Chem, 221, 
10 5637-5670 (1997)33 «t Xf Cell, 83, 803-812 (1995) #H8) , £ ftfcrlj&'ffc-e § & f- 

* t O&^fc £ flfc (Lancet, 349, 952 (1997) #M) o &oT, PPAR7 £ 

flMt<ki-*0**e>1* P PAR 7 56a#056a«rl«)DS*«6||JW, 
15 PPARri&ttfcflMWLfc'K P PAR 7 gfii#0§^£M4>L-£ »)•?§£ 



3 



WO 99/07357 



PCT/JP98/03484 



P P A R 7 5fi$&a««Wtt* HE*, '»Kd-AX, 

-18&: (i a) •c^sfLs^nw-fb^ttw-att, #^bs 61-126O61 mm 

¥ 1-156950 1-139558 «t tF4#BgBB 64-85954 -^TOt^i^S ft 

T£*K #SBB 61-126061 ^jfflft-Cfi. £B#*Stt, n>fa hU 

#J) fc#LTv>5£fc#E1KS*LTi5»K #H¥ 1-156950 -*!\ #&fl¥ 1-139558 
J: 64-85954 ^«B#-Ctt 5 or -V ^^-fe'lf^tLt^ 

15 iifc^EHSfio^. 

«*W»ttf4ofc»*, HR* (I A) "CSSfti+ftWft^^BW** 
* fc, HR* ( I A) JtiffrMW, P P A R 7 ffl£8fltf>«l»ftflk 

ZHX&b-f. 4 , IWTJitt?*ifctO'P*iQ -JRA (I A) -C^ 



WO 99/07357 PCT/JP98/03484 

ii&m-ekz # % c: ti h <o z. t & h p p a r y m^w<o% mfimwn s ti 

1 ) HRsS ( I A) 




(5$+, R 1A , R2A^j:OfR3A{±^^^5rL-C, *5ffjg?-, Cl-8 

10 - hugifcfi-j&a; 




(5£»k R 9 i yrR i OAji-en-P^itL-C, ^mw.=f-. Cl~87^+ 

15 Cl-8 7^J^f^ ^ny^ h^^n^f^i, C3- 

8y^o7H^|, -Cl~47^k>-C3->8y^n7J^^ i 

£l±-hng£^fcU E 3 A^c 1-4 7^1/ >&Z£t>+ 0 ) Sr^fcU 
20 RG*i$XWR7 k&Zti^tmiLlX^ 7jqlII3% C l~87Wi, C 1 



5 



WO 99/07357 PCT/JP98/03484 

-C >-C 3-8 >>*n7/l'*/U£, $^{i-hn 

5 £^fc>1-„ ) Sfcttl H-r h 7*/-*- 5 -4 U 
E 2A I±C l~87^l/>l?:it>U 




10 

15 #7£W»*L 

2) Hft* (IB) 



R 6B 




R 10B 



6 



WO 99/07357 PCT/JP98/03484 

R6B % R7B, R9B£j:tfRl OBji^ft^ft^LT, ^ttlC^ Cl-8 

->*n :/?■** f-*3k hnggfcgfcU 

R8B{iC00R! 1B * (£*% R 1 lB|i^cjfjg^.Jfc|ic 1-4 7WS 

e i b it&mm* t tz imnm* * a*> u 

10 E3B{±C 1 ~4 7**U>£***>U 

g b assist?- ££«&****** u 

Rl2B|i7|c^^$fc{iC 1-4 7*******1-. 

1) R8B^C00Ri 1B **t»L, *»oGB^«jjt3IEJBC?-**toL, ^oR6B 

15 i5<ty f R7B^|SI|^^7K^li : J 1 *a^L> *ORl 2B^fJ|f? : ^t, 

ORlBi 3 J:^R2B^|^ t Cpl^;^i^{i^^=£ : ^tt I, R 9 B £ 

<£ IFR 10B {iC5~8 7***36% C l~87*=i*->3k Sfctt-hn** 

2) GB^^li^*at»L. ^OR6B^J:urR7 B^^^^-^^Jg 
20 ?-***U isl-ljtffcMU 1 ?; CI -6 7****, Cl-67*3*"> 

'C^SftSfl:'^ <£*Lib©^#&£, $£fi-£*tt><D;fcfQ!8u isitf 

25 M1-* 0 



1 



7 



WO 99/07357 



PCT/JP98/03484 



(IA) *K R 4A , R 5 A , RHA x Ri2Afcj :oT £kSft, <&c 
10 *tt#*t|E<?'t. 

(IA) «K R 1A , R 2A , R3A; R6A % r7A % R9A % R10A 

^^rv;K ^7f-;K *?^>«'^i5J:rj f -?-ft.e><ogt£8:g£ 

15 -«5£ (I A) 4», R 1 A > R2A % R 3A % R 6A x R 7 A % R 9A % RlOA 

;i> * * J: Tf-Ztih <Dmm> z&t>t 0 

HR£ (I A) «K E3A(c«toTafe$it-SC 1 -4 T/Hrl^aifcli, * 

(I A) tf>, E2A(c,to-C^to$ii<SC 1 ~ 8 7;w* l^gi fi, 

25 i" 0 

-&5$ (IA) R 1 A , R2A % R3A, R 6 A > R 7 A^ R9A % RlOA 



WO 99/07357 



PCT/JP98/03484 



1 * o.« I 

1 . HttA ( I A) 



5 




(5£tK R 1A , RZA^iOfRSAji^-^^^tT, fcjWR^ Cl~8 

10 




C 1 ~8 7^3^ri/^ /Noyvig^ h^^tn^f^i, C3- 
15 8 y^nr^/H, -C 1 - 4 7;^V> - C 3 ~8 y ^ n 7^^;^ $ 

R4A£jtfR5A{i^tm^;£LT, frm&^itzitC 1-4 7***** 

R6Ai3«J:U f R7A|i^a-r^a:L-C. *3Hg^ C1-87WS, CI 
20 -87^3*vi, 7sn-Jr*>lg^ N F'J7^tn^f;l/i, C3~8y^n7 

34 



WO 99/07357 PCT/JP98/03484 
R8A(±C00R1 1A| (g^ R l lAji^^t^tiC 

*Ut>-fo ) 1 H-f h 7 X /-^ - 5 -'f L, 

5 E i Aligning fcli^jl^^fc. l, 




10 tt^>4f>5|*fcJ±eUi;>5j|t^fcU 

R 1 2 A tt**K?- i/:l±Cl-47;i/ U 

15 

2. s^ona i hsb*o— «k (i a) -c^$H*-fk^ % -e^e>^# 

3. »**>f6H 1 fcIB«0HK5fc (I A) -e^^^iMb^, *ft£><7)#: 



4. ».*©|gBB i KEHo-jR^ (i a) -emzti&ik&to, Ztih<nf$. 



35 



WO 99/07357 



PCT/JP98/03484 



5. -&5$ (IB) 




R 10B 



10 R6B, R7B % RQB^JtOtRlOBtt^ftftlSftSt-C, C 1~8 

RSBficOOR 1 IBg (g^ Rl iB{i*|fS^i^ttC 1-4 7W1 
15 E i BfiKXR^ ifeliitJIIR^tSfeL, 
G B tiMfgirpS fcli&SHR?' U 

20 1) R8BK00R1 iBSr^fcU froGB^jjfcjfcK^fcgfcU *oR6B 

36 



WO 99/07357 



PCT/JP98/03484 



ut>-r 0 

10 6 . tt&®t>K 

(1) 4- (2- (4- ( (1 S) -1- (4->fVW7x-jl/) ^h**s) 
-2, Z -V *m"<>V4 frT S) tf'j v>- 3 -4 v) 

(2) 4- (2- (4- ( (1 S) -1 - (4-^fV7'f^7x-;i/) x^5/) 
-2, S-y^f-JU^C^y-f ^75 

15 (3) 4- (2- (4 - ( (IS) -1- (4-^y7 , f^7x-;i,)xh^«» 
-2, 3—>Vf;M>^;i/7 5y) -6-7WD7x;^v) 
(4) N- (2- (3- (r h 5 — -fvX**/) 7x^) - 
2, 3-y*f-*-4- ( (IS) -1- (4 ->fV7f^7x^) xf^ 



37 



WO 99/07357 



PCT/JP98/03484 



mm 

Sequence Listing 
<110> ONO Pharmaceutical Co. . Ltd. 

<120> Control agent of peroxisome proliferator activated receptor r type 

<130> ONF-2747PCT 

<150> JP 9-214960 
<151> 1997-08-08 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 tines repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown. 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 



1/2 



WO 99/07357 

PCT/JP98/03484 

Ala Pro Lys Lys Lys Arg Lys Val Giy 

1 5 . 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 



2/2 



INTERNATIONAL SEARCH REPORT 



Internationa) application No. 
PCT/JP98/03484 



A. CLASSIFICATION OF SUBJECT MATTER 

int. CI AolKJl/lOD, AolKJ 1/ 195 , A61K31/215, A61K31/41, A61K31/44, 
C07C235/56, C07D213/75 
According to International Patent Classification (IPC) or to both national classification and IPC 


B. FIELDS SEARCHED 


Minimum document at inn ^ftAreh&d /t^As^ificaticin wfpm frvllftwwl hv r1fl«ifir*otirm cvmKnlc\ 

Int. CI 6 A61K31/165, A61K31/195, A61K31/215, A61K31/41, A61K31/44, 
C07C235/56, C07D213/75 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN), REGISTRY (STN) 

• 


C DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y/ 
A 


W0 f 86/05779 , Al (YAMANOUCHI PHARMACEUTICAL - 
CO., LTD.), 

9 October, 1986 (09. 10. 86) 
& EP, 218728, Al & JP, 62-502685, A 
& JP, 63-159342, A & US, 4994479, A 
& US, 5116853, A & US, 5140046, A 


5/ 
1-4, 6 


Y/ 
A 


WO, 92/18132, Al (MERCK & CO. , INC.), 

29 October, 1992 (29. 10. 92), 

Particularly, page 269, formula (e), page 272, 

formula (f) (Family: none) 


5/ 
1-4, 6 


Y/ 
A 


EP, 294035, A2 (ONO PHARMACEUTICAL CO., LTD.), 

7 December, 1988 (07. 12. 88) 

& JP, 1-139558, A & US, 4935240, A 


5/ 
1-4, 6 


Y/ 
A 


JP, 5-140062, A (Ono Pharmaceutical Co., Ltd.), 
8 June, 1993 (08. 06. 93) (Family: none) 


5/ 
1-4, 6 


fx] Further documents are listed in the continuation of Box C 


| | See patent family annex. 




* Special categories of cited documents: 

"A" document defining lot general state of the art which is not 

considered to be of particular relevance 
"E* earlier document but published on or after the international filing date 
"L" document which may throw doubts on priority daimfs) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
"0" document referring to an oral disclosure, use, exhibition or other 

means 

"P" document published prior to the international filing date but later than 
the priority dale claimed 


T later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 

the principle or theory underlying the invention 
"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 

when the document is taken alone 
* Y* document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 

combined with one or more other such documents, such combination 

being obvious to a person skilled in the art 
'&? document member of the same patent family 


Date of the actual completion of the international search 

9 November, 1998 (09. 11. 98) 


Date of mailing of the international search report 

17 November, 1998 (17. 11. 98) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/IS A/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 


International application No. 
PCT/JP98/03484 


Box I Observations where certain claims were round unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following reasons: 



Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 

Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

The group of inventions as set forth in claims 1 to 4 relates to medicinal 
compositions typified by y-type regulators for peroxisome proliferator- 
activated receptor containing as the active ingredient amide derivatives 
represented by the general formula (IA) as set forth in claim 1, nontoxic 
salts thereof, or hydrates of the same. 

The group of inventions as set forth in claim 5 and 6 relates to compounds 
represented by the general formula (IB) as set forth in claim 5 wherein the 
substituents in the amide derivatives represented by the above general 
formula (IA) are restricted, nontoxic salts thereof, or hydrates of the same 
per se. 

1. Q As all required additional search fees were timely paid by the applicant, this international search report covers all 

searchable claims. 

2. [x] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those daims for which fees were paid, specifically daims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the daims; it is covered by daims Nos.: 

Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



*■ □ 



□ 



3. 



□ 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP98/03484 



Continuation of Box No. II of continuation of first sheet (1) 

When the disclosure in the description is taken into consideration 
concerning the reason why the group of inventions as set forth in claims 
5 and 6 relates to specific compounds of the general formula (IB) wherein 
the substituents in the above general formula (IA) are restricted, it appears 
that the applicant asserts that the compounds represented by the general 
formula (IB) are novel ones while the compounds represented by the general 
formula (IA) excluding the above ones are publicly known ones. Accordingly, 
it appears that the disclosure of claims 1 to 4 involves two inventive 
concepts, . i.e. , "invention relating to the use of novel compounds" and 
"invention of the novel use of publicly known compounds". Moreover, the 
group of compounds represented by the general formula (IB) as set forth in 
claim 5 does not appear to provide an idea of a novel fundamental structure 
from the viewpoint of the prior art. Such being the case, the group of 
inventions as claimed in claims 1 to 4 and the group of inventions as claimed 
in claims 5 and 6, and the four compounds as claimed in claim 6 are not 
considered as relating to a group of inventions so linked as to form a singe 
general inventive concept. 



Form PCT/IS A/210 (extra sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



international application No. 
PCT/JP98/03484 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Y/ 
A 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 1-156950, A (Ono Pharmaceutical Co., Ltd.)/ 

20 June, 1989 (20. 06. 89) 

& EP, 291245, Al & US, 4980372, A 

> 

WO, 96/40128, A2 (THE SALK INSTITUTE FOR BIOLOGICAL 
STUDIES) , 

19 December, 1996 (19. 12. 96) 
& EP, 831818, A2 

WO, 96/33724, A2 (THE SALK INSTITUTE FOR BIOLOGICAL 
STUDIES ) , 

31 October, 1996 (31. 10. 96) 
& EP, 822818, Al 

WO, 96/23884, A2 (LIGAND PHARMACEUTICALS 

INCORPORATED ) , 

8 August, 1996 (08. 08. 96) 

& EP, 809697, A2 



Relevant to claim No. 



5/ 
1-4, 6 



1-4, 5-6 



1-4, 5-6 



1-4, 5-6 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



PCT/JP 9 8/0 3 4 8 4 



a. *wo«i-5#iw>#9i imm&n#m ( r po > 

Int.Cl 1 A61K31/165, A61K31/195, A61K31/215, A61K31/41, A61K31/44, C07C235/56, C07D213/75 

HS«rfTofc**Hjm (BBSEttfF^H (IPC) ) 
Int.Cl* A61K31/165, A6LK31/195, A61K31/215. A61K31/41. A61K31/44.C07C235/56, C07D2 13/75 



CAPLUS (STN) , RECISTRY (STN) 







nasi-* 


V 
A 


WO, 86/05779, Al (YAMANOUCHI PHARMACEUTICAL CO. , LTD. ) 
9. 10£ . 1986 (09. 10. 86) 

& EP, 218728, Al k JP, 62-502685, A & JP, 63-159342, A 
& US, 4994479, A k US, 5116853, A k US, 5140046, A 


5/ 

1-4,6 


Y/ 
A 


W0, 92/18132, Al (MERCK & CO. , INC. ) 

29. 10 J! . 1992 (29. 10. 92) IS269H (e) (f ) <05fc 


5/ 

1-4,6 


Y/ 
A 


EP, 294035, A2 (0N0 PHARMACEUTICAL CO. , LTD. ) 

7. 12^.88(07. 12.88) 

k JP, 1-139558, A & US, 4935240, A 


5/ 

1-4,6 



□ /<T^Y7 7% y-fcB1-5M«*:#B, 



B«L< HtteOWMfcSfc * fcfc £31 JBi" 5 

(BAfrtti-) " 



0B0>tfc£&££*ifc:£ft 
TTj BBtfU»3Mlg&BBlc^3ftfc:fclft-?a>oT 
T«Bi;MH-3t>©-eWt4<, BBoflUlXlia 

r&j B-/<yvh7r5y-Xtt 



0 9. 11. 9 8 




gggB£&B<£4 *a Vfe-c * 

B*B4$sT/r (ISA/JP) 

0 0-8 9 1 5 
I«Sf ftBES^BET S 4 * 3 


-.—V 

« * 

03-3581-1101 P 


4 C 


9 4 5 5 


3 4 5 4 



«^PCT/ISA/2 10 (» 2 (1 99 2^7^) 



mmmS^r PCT/JP9 8/0 3 4 8 4 



******* (PCT17 ^ (2)(a)) p***^ 



i. 0 is*o©ia 



2. □ sjMtaffin 



3. □ SfrftaffiEB 



tt, «WI»*0|5H-C*o-C P C T&flj6. 4 (a) (7>jg 2 3 Xojftgfc 



3 - D SSi^^ltS*S,t;^f» B,,,c *' ttt54 '' t '' T - ^»"»««*«- 



4. □ tiliSA^I5.5l^ii»iBSa#a»S:»IBIrtC*iiftLi*»ofcO-C -©s 



SaPCT/l SA/2 1 0 i%i^-i?<o&m (1) ) ( 1 9 9 2^7^). 



H^ailSS# PCT/J P98/03484 



(s&n«i©&#) 

ii£<£>&[!5&tf 6tC:io^-C. ±C-Jft* CIA) «t "9 tt&g£H£ Lfc-JRSC (IB) 

b) -e^^n^t^iiif^k^-cfc^, -ttvei^©-^ (ia) ^snsfk^n^ 

H5fc*3tt5-«aC (IB) ^?5*3ft5-#©fl:£4*tt:, ffI6»*r*:***«itO«fcS:«r»^ 
£&Bf&t 5 cfc 5 £%H t X v * 3 -8¥©»9! ttt ^ & ft v > r 1 1 ft £. 



iSPCT/ISA/2 10 (^K-v') (I 9 9 2?7fl) 



mmtHmS^- PCT/JP98/034 84 



C («») . 



Dili's 



Y/ 
A 

Y/ 
A 



A 



JP, 5-140062, A (/MJ2S£ B B nl3!&tt5£#tfc) 
8. 6 £ . 1993 (08. 06. 93) ( 7 r X V -ft t) 

JP, l-156950,A(/jN|f||p o aX^^tt) 

20. 6 £.1989(20. 06. 89) 

& EP, 291245, Al & US, 4980372, A 

WO, 96/40128, A2 (THE SALK INSTITUTE FOR BIOLOGICAL STUDIES) 
19. 12£. 1996(19. 12.96) 
& EP, 831818, A2 

W0, 96/33724, A2 (THE SALK INSTITUTE FOR BIOLOGICAL STUDIES) 
31. 10M. 1996(31. 10. 96) 
& EP, 822818, Al 

WO, 96/23884, A2 (LIGAND PHARMACEUTICALS INCORPORATED) 
8. 8 J! . 1996 (08. 08. 96) 
& EP, 809697, A2 



5/ 

1-4,6 
5/ 

1-4,6 



1-4, 5-6 



1-4, 5-6 



1-4, 5-6 



iXPCT/l 



SA/2 1 0 (SS2~:--:?C0SE£) (I 9 9 2?7fl) 



